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APPROVAL LETTER



ANDA 40-098

o
S2P 20 1o

MOVA Pharmaceutical Corporation o
Attention: Dale Robson

P.O. Box 8639 20 q‘é
Caguas, Puerto Rico 00726
Dear Madam:

This is in reference to your abbreviated new drug application
dated February 25, 1994, submitted pursuant to Section 505(3j) of
the Federal Food, Drug, and Cosmetic Act, for Acetaminophen and
Codeine Phosphate Oral Solution USP, 120 mg/12 mg per 5 mL.

Reference is also made to your amendment dated April 22, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as '
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has g ;?F
determined your Acetaminophen and Codeine Phosphate Oral Solution
USP, 120 mg/12 mg per 5 mL, to be biocequivalent and, therefore, ’
therapeutically equivalent to the listed drug (Tylenol with c e
Codeine Elixir, 120 mg/12mg per 5 mL, of R. W. Johnson S
Pharmaceutical Research Institute). '

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.



We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the :
time of their initial use. -

Douglas L.
Director

Office of Generic Drugs S
Center for Drug Evaluation and Research

cc: ANDA #40-098
Division File
Field Copy
HFD-600/Reading File
HFD-82 (AP)
HFD-8/PSavino
HPD (13 ) J-Plll g

Endorsements:
HFD-647/LTang/5-6~96
HFD-647/JSimmons/5-10-¢
HFD-613/AVezza/5-13-96
HFD-613/JGrace/5-13-96

>

HFD-647/TAmes/5-17-
F/T by pah/5-?-96
40098N04.LLT/5-6-96/dis

Approval
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NDC 55370-341-48

ACETAMINOPHEN AND

CODEINE PHOSPHATE*
Oral Solution, USP

120 mg /12 mg per S mL
Each 5 mL contains:

‘Warning—May be habit
forming.

ACETAMINOPHEN AND

CODEINE PHOSPHATE*
Oral Solution, USP

120 mg /12 mg per 5 mL

Each 5§ mL contains:
Acetaminophen......
Codeine Phosphate............ 12mg
*Warning-May be habit
forming.

PROTECT FROM LIGHT

CAUTION: Federal law prohibits | [

spensing without prescrip

N

ONE PINT (473 mL)

Usual Dosage: Adults: One tablespoonful (15
mL) every four hours as needed. Children (7-
12 years): Two teaspoonfuls (10 mL) three or
four times daily. Children (3-6 years): One
teaspoonful (5 mL) three or four times daily.
Children (under 3 years): Safe dosage has not
been established. For prescribing information,
see accompanying product literature.

Store at controlled room temperature 15°-30°C
(59°-86°F). Do not refrigerate.

This is a bulk container. Not
intended for household use.

Dispense in a tight, light-
resistant container as defined
in the USP.

®

SEP 20 o "

Manufatured by
MOVA PHARMACEUTICAL CORPORATION
Caguas, Puerto Rico 00725

Usual Dosage: Adults: One tablespoonful (15
mL) every four hours as needed. Children (7-
12 years): Two teaspoonfuls (10 mL) three or
four times daily. Children (3-6 years). One
teaspoonful (5 mL) three or four times daily.
Children (under 3 years): Safe dosage has not
been established. For prescribing information,
see accompanying product literature.

Store at controlled room temperature 15°-30°C
(59°-86°F). Do not refrigerate.

This is a bulk container. Not
intended for household use.

Dispense in a tight, light-
resistant container as defined
in the USP.

crp 20 B0 =

v/ "

Manufatured by
MOVA PHARMACEUTICAL CORPORATION
Caguas, Puerto Rico 00725
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MOVA PHARMACEUTICAL CORPORATION

NDC 55370-341-48

MOVA

ACETAMINOPHEN AND

GODEINE PHOSPHATE*
Oral Solution, USP

120 mg /12 mg per S mL
Each 5 mlL contains:

*Warning-May be habit
forming.

ACETAMINOPHEN AND
CODEINE PHOSPHATE*

Oral Solution. USP

120 mg /12 mg per 5 mL

Each 5 mL contains:

_ *Warning-May be habit

forming.

PROTECT FROM LIGHT

CAUTION: Federal law prohibits
dispensing without prescription.

ONE PINT (473 mL)

P.O. Box 8639
Caguas, Puerto Rico 00726

(809) 746-8500

Usual Dosage: Adults: One tablespoonful (15
mL) every four hours as needed. Children (7-
12 years): Two teaspoonfuls (10 mL) three or
four times daily. Children (3-6 years): One
teaspoonful (56 mL) three or four times daily.
Children (under 3 years): Safe dosage has not
been established. For prescribing information,
see accompanying product literature.

Store at controlled room temperature 15°-30°C
(59°-86°F). Do not refrigerate.

This is a bulk container. Not
intended for household use.

Dispense in a tight, light-
resistant container as defined
in the USP.

Manufatured by
MOVA PHARMACEUTICAL CORPORATION
Caguas, Puerto Rico 00725

Children (under 3 years): Safe dosage has not
been established. For prescribing information,
see accompanying product literature.

Store at controlled room temperature 15°-30°C
(59°-86°F). Do not refrigerate.

3

This is a bulk container. Not
intended for household use.

—
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Dispense in a tight, light-

o
resistant container as defined _;
in the USP. o
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Manufatured by
MOVA PHARMACEUTICAL CORPORATION
Caguas, Puerto Rico 00725



ACETAMINOPHEN AMDEINESZXQG

PHOSPHATE ORAL SOLUTION, USP

il

1500MV- —

DESCRIPTION

Acetaminophen and codeine phosphate oral solution is
pharmacologically classified as an analgesic.

Acetaminophen, 4'-hydroxyacetanilide, a slightly bitter,
white, odorless, crystalline powder, is a non-opiate, non-
salicylate analgesic and antipyretic. its has the following
structugal formula:

: CH3CONH OH

CaHgNO,
MW 151.17

. Codeine phosphats, 7,a-didehydro-4,5-apoxy-3-
* : thoxy-17-methyimorphinan-6a-0l phosphate (1:1)
’ ! (salt) hemihydrate, a white crystalline powder, is a nar-
i coticanaigesic and antitussive. It has the following struc-

5 tural formula: ”
n(%‘k W CHy '
Yy e
- i
o CHyO o¥ o0 "
' C18H21NO39H3PO015H,0
: i MW 406.37
i3 «
Each 5 mL for oral administration contains:
Acetaminophen 120 mg
Codeine Phosphate 12mg
(Warning: May be habit forming)
Alcohot 7%

{n addition the following inactive ingredients are present:

LT . CGitric Acid, Propylene Glycol, P lyethylene Glycol, So-
R . dium B Saccharin Sodium, S , Artificial
P " Cherry Flavor, FD&C Yeliow No. 6.

CLINICAL PHARMACPLOGY

This product combines the analgesic effects of a cen-
trally acting anaigesic, codeine, with a peripherally act-
ing analgesic, acetaminophen.

Pharmatokinetics: The behavior of the individua! com-
ponents is described below,

Codeine: Codeine is readily absorbed from the gas-
trointestinal tract. it is rapidiy distributed from the intra-
vascular spaces to the various body tissues, with prefer-
ential uptake by parenchymatous organs such as the liver,
spleen and kidney. Codeine crosses the blood-brain bar-
rier, and is found in fetal tissue and breast milk. The
plasma concentration does not correlate with brain con-
. centration or relief of pain; however, codeine is not bound
to plasma proteins and does not accumulate in bod)‘ tis-
sues.
The plasma half-lite is about 2.9 hours. The elimination
of codeine is primarily via the kidneys, and about 0%
of an oral dose is excreted by the kidneys within 24 hours
of dosing. The urinary secretion products consist of free
and glucuronide conjygated codeine (about 70%), Yree
and confugated norcodeine (about 10%), free and con-
jugated morphine (about 10%), normorphine (4%), and
hydr (1%). The inder of the dose is excreted
in the feces.

At therapeutic doses, the analgasic effect reaches a peak
within 2 hours and persists between 4 and 6 hours‘

See OVERDOSAGE for toxicity information,

Arntaminanban. & iaiil
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and glucuronide conjygated codeine (a00ut / Vo). wev
_and conjugated norcodeine (about 10%), free and con-
jugated morphine (about 10%), normorphine (4%). and

y done (1%). The inder of the dose is excreted
in the feces.

At' ‘_ peutic doses, the anaig ic effect reaches a peak
within 2 hours and persists between 4 and 6 hours.

See OVERDOSAGE for toxicity information.

Acetaminophen: Acetaminophen is rapidly absorbed from
the gastrointestinal tract and is distributed throughout
most body tissues. The plasma half-tife is 1.25 to 3 hours,
but may be increased by liver damage and following

O ovegdosaue‘ Etimination of acetaminophen is principally
i by liver metabotism (conj gation) and quent renal
: excretion ot metabolites. Approximately 85% of an oral
d_ose appears in the urine within 24 hours of administra-
tion, most as the glucuronide conjugate, with small
amounts of other conjugates and unchanged drug.

See OVERDOSAGE for toxicity information.
INDICATIONS AND USAGE

A " "

Ace! and codeine phosphate oral solution is
indicated for the retief of mild to moderate pain.

CONTRAINDICATIONS

This prodpct should not be administered to patients who
have previously exhibited hypersensitivity to codeine or
acetaminophen.

; WARNINGS
In the presence of head injury or other intracranial le-
slons, the resp tory dep! t effects of codeine and
other may be 0 d, as well as

their capacity for elevating cerebrospinal fluld pressure.

Narcoti€s aiso produce other CNS depressant effects,

such as drowsiness, that may further obscure the clini-
L cal course of the patients with head injuries.

Codeine or other narcotics may obscure signs on which
to judge the diagnosis o clinical course of patients with
acute abdominal conditions.

Codeine is habit-forming and potentially abusable. Con-
sequently, the extended use of this product is not rec-
ommended.

Vo PRECAUTIONS

General: Acetaminoph and codeine phosphat oral
solution should be prescribed with caution in certain
special-risk patients, such as the elderly or debilitated, .
and those with severe impairment of renal or hepatic
tunction, head injuries, elevated intracranial pressure,
acute abdominal conditions, hypothyroidism, urethral
stricture, Addison’s disease, or prgsmic hypestrophy.

Information for Patients: Codeine may impair mental
and/or physical abilities required for the performance of
potentially hazardous tasks such as driving a car of op-
| erating machinery. Such tasks should be avoided while
' taking this product.
{

Alcohol and other NS depressants may prqduce an ad-
ditive CNS depression, when taken with this combina-
tion product, and shoutd be avoided.

Codeine may be habit-forming. patients should take the
drug only for as longas itis prescribed, in the a_moums
prescribed, and no more trequently than prescribed.

Laboratory Tests: In patients with severe hepatic or fé-
nal disease, effects of therapy shoutd be monitored with
serial liver and/or ten‘al tunction tests.

’
3 Drug Interactions: This drug may enhance the eftects
- of: other narcotic analgesics, alcohol, gen_eral anesthet-
ics, tranquitizers such as chlordiazepoxng!e, ;edatwe-
hypnotics, 0f other CNS depressants, causing increased

CNS depression.

nmulLahoumry T-s\'imorullons: Codeine may in-
crease serum amylase levels.
’ -

TN inophen may produce false-positive {est results
for urinary 5-hydroxyind tic acid.

is, Mutag Is, impairment of Fertility:

v v . .
No adequate studies have been conducted in gmmals to

ine whether acetaminophen and codeine have &
o et inogenesis or is. No adequate

otential for ¢a g mutage 2
gtudies have been conducted in animals 10 determine

whether acetaminophen has 2 potential for impairment
of fertility.

i y to have no
Acetaminophen and codeine have been found to

mutagenic potential using the Ames Salmonelia-Microso-
' mal Activation test, the Basc test on Drosophila germ
cels, and the Micronucteus {est on mouse bone mar-

ToW.

Pregnancy: )

Teratogenic Effects: Pregnancy Cgleuow C:

rodeine: A study in rats and rabbits reported no terato-
T miesarad during the period

SRR
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S L cation ) D
delayed ossification in the c'yspring.

There are no adequate and weki-controlled studies in
pregnant women. Acetaminophen and codeine phosphate
should be used during pregnancy only if #e potentia|
benefit justifies the potential risk to the fetiis, ;

‘
Nonteratogenic Effects:
Dependence has been raported in éwhorns whosé moth-
&rs took opiates regularly during pregnancy. Withdrawal
signs include irritability, excessive crying, tremors,
hyperreflexia, fever, vomiting, and diarrhea. These signs
usually appear during the first few days of life.

Labor and Delivery: Narcotic analgesics cross the pla-
cental barrier. The closer to delivery and the larger the
dose used, the greater the possibility of respiratory de-
pression in the newborn. Narcotic analgesics should be
avoided during labor if delivery of a premature infant is
anticipated. If the mother has received narcotic analge-
sics during fabor, newborn infants should be observed
closely for signs of respiratory depression. Resuscita-
tion may be required (see OVERDOSAGE). The effect of
codeine, if any, on the later growth, development, and
functional maturation of the chiid is unknown,

Nursing Mothers: Acetaminophen and codeine are ex-
creted in breast milk in small amounts, but the signifi-
cance of their effects on nursing infants is not known,
Because of the potential for serlous adverse reagtions in
nursing infants from acetaminophen and codeine , a de-
cision should be made whether to discontinue nursing
or to discontinue the drug, taking into account the im-
portance of the drug to the mother.

Pediatric Use: Safe dosage of acetaminophen and co-
deine phosphate oral solution has not been established
in pediatric patients below the age of 3 years.

ADVERSE REACTIONS

The most frequently reported adverse reactions are
drowsiness, lightheadedness, dizziness, sedation, short-
ness of breath, nausea and vomiting. These effects seem
to be more prominent in ambulatory than in non-ambu-
latory patients, and some of these adverse reactions may
be alleviated if the patient lies down. Other adverse re-
actions include allergic suphoria, dysphoria,
constipation, abdominat pain, pruritus, rash,
thrombocytopenia, agranulocytogis. ¢

At higher doses codeine has most of the disadvantages
of morphine including respiratory depression.

DRUG ABUSE AND DEPENDENCE .
-« .
S d Sub Acet nd cod

phosphate oral solution is classiﬂea as a Schedule vV
controlled substance.

Abuse and Dependence: Codeine can produce drug de-
pendence of the morphine type and, therefore, has the
potential for being abused. Psychologicat dependence,
physical dependence and tolerance may develop upon
repeated administration and it should be prescribed and
administered with the same degree of caution appropri-
ate to the use of other oral narcotic medications.

OVERDOSAGE

Following an acute overdosage, toxicity may result from
codeine or acetaminophen.

Signs and symptoms;

Codeine: Toxicity from codeine poisoning includes the
opioid triad of: pinpoint pupils, depression of ‘respira-
tion, and loss of consciousness. Convulsions may oc-
cur.

Acetaminophen: In acetaminophen overdosage: dose-
dependent, potentially fatal hepatic necrosis is the most
serious adverse effect. Renal tubufar necrosis,
hypoglycemic cma and thrombocytopenia may also
occuf.

Early sy following a p ly hepatotoxic over-
dose may include: nausea, vomiting, diaphoresis and
general malaise. Clinical and laboratory evidence of he-
patic toxicity may not be apparest until 48 to 72 hours
post-ingestion,

In adults, hepatic toxicity has rarely been reported with
acute overdoses of less than 10 grams or fatalities with
less than 15 grams. . . :
Treatment: A single or multiple overdose with acetami-
nophen and codeine is a potentially lethal polydrug over-
dose, and consultation with a regional poison control
center is recommended.

Immediate treatment includes support of cardiorespira-
tory function and measures to reduce drug absorption.
Vomiting should be induced mechanically, or with syrup

A e




In adults, hepatic toxicity has rarely been reported with
acute overdoses of less than 10 grams or fatalities with
fess than 15 grams. N .
Treatment: A single or multiple overdose with acetami-
nophen and codeine is a potentially fethal polydrug over-
dose, and consultation with a regional poison control
center is recommended.

Immediate treatment includes support of cardiorespira-
tory function and measures to reduce drug absorption.
Vomiting should be induced mechanically, or with syrup
of ipecac, if the patient is alert (adequate pharyngeal and
laryngeal ). Oral activated ch I (1 g/kg)
should follow gastric emptying. The first dose should be
accompanied by an appropriate cathartic. If repeated
doses are used, the cathartic might be included with al-
ternate doses as required. Hypotension is usually
ypovolemic and should respond to fluids. Vasopres-
sors and other supportive measures should be employed
as indicated. A cutfed endo-tracheal tube should be in-
serted before gastric lavage of the unconscious patient
and, when y. to provide assisted respiration.

Meticulous attention should be given to maintaining ad-
aquate pulmonary ventilation. In severe cases of intoxi-
cation, peritoneal dialysis, of preferably hemodialysis
may be idered. If hypoprothrombinemia occurs due
to acetaminophen overdose, vitamin K should be admin-
istered intravenously.

Naloxone, a narcotic antagonist, can reverse respiratory
depression and coma associated with opioid overdose.
Naloxone hydrochioride 0.4 mgto 2 mg is given parenter-
alty. Since the duration of action of codeine may exceed
that of the naloxone, the patient should be kept under
continuous surveillance and repeated doses of the an-
tagonist shouid be administered as needed to maintain
adequate respiration. A narcotic antagonist should not
be administered in the absence of clinically significant
P y of lar depressi -

1f the dose of acetaminophen may have exceeded 140
mg/kg, acetylcysteine should be administered 3s early
as possible. Serum acetaminophen levels should be ob-
tained, since levels four or more hours following inges-
tion help predict acetaminophen toxicity. Do not await
acetaminophen assay results before initiating treatment.
Hepatic enzymes should be obtained initially, and re-
peated at 24-hour intervals.

Methemoglobinemia over 30% should be treated with
methylene blue by slow intravenous administration.

Toxic Doses (for adults):
Acetaminophen: toxic dose 109
Codeine: toxic dose 240 mg

DOSAGE AND ADMINISTRATION , -

Dosage should bewdjusted according to severity of pain
and response of the patient. However, it should be kept
in mind that tolerance to codeine can develop with con-
tinued use and that the incidence o untoward effects is
dose related. Adult doses of code'ne higher than 60 mg
fail to give commensurate retief of pain but merely pro-
long analgesia and are associated with an appreciable
i d incid of irable side effects. Equiva-
lently high doses in children would have similar effects.

A inophen and cod phosphate orat soluti
contains 120 mg of acetaminophen and 12 mg of co-
deine phosphate per & mL ( tui) and is given
orally.

The ded dose of codsine phosphate in chil-
dren Is 0.5 mg/kg body weight. The usual doses are:

Children:
(7 to 12 years): 10 mL (2 teaspoonfuis) 3 or 4 times
daily.

(3to 6 years): 5 mL (1 teaspoofiful) 3 or 4 times daily.
{under 3 years): safe dosage has not been established.

Adults: 15 mL (1 tablespoonful) every 4 hours
- as needed.

HOW SUPPLIED

A inophen and codeine phosphate oral soluti !
USP tains 120 mg inophen and 12 mg co-
deine phosphate / 5 mL (orange colored, cherry flavored)
- NDC 55370-341-48, bottles of one pint.

Dispense in a tight, light-res iner as defi
in the USP. : ’ % o

Store at controlled room temperature 15°-30°C (59°-
86°F). Do not refrigerate.

CAUTION: Federal law prohibits dilspensing without pre-
scription.

ltem # 631500MV Issued SIL
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Metiieinogiouinemia over 30% stiould be lieateg with
methylene blue by siow intravenous administration.

Toxic Doses (for aduits):

Acetaminophen: toxic dose 10g
Codeine: toxic dose 240 mg
DOSAGE AND ADMINISTRATION .

Dosage should be adjusted according to severity of pain
and response of the patient. However, it should be kept
in mind that tol to codeine can develop with con-
tinued use and that the incidence of untoward effects is
dose related. Adult doses of codeine higher than 60 mg
fail to give commensurate relief of pain but merely pro-
long analgesia and are associated with an appreciable
i d incidence of undesirable side effects. Equiva-
lently high doses in chiidren would have similar effects.

A inophen and codeine phosp oral soluti
contains 120 mg of acetaminophen and 12 mg of co-
deine phosphate per 5 mL (t ful) and is given
orally.

The r ded dose of codeine phosphate in chil-
dren is 0.5 mg/kg body weight. The usual doses are:

Children:
(7 to 12 years): 10 mL (2 teaspoontuls) 3 or 4 times
daily.

(3to 6 ysars):  5mL (1 teaspoofitul) 3 or 4 times daily.

{under 3 years): safe dosage has not been established.

Adults: 16 mL (1 tablespoonful) every 4 hours
as needed.

HOW SUPPLIED

Acetaminophen and codei hosphate oral sol

USP contains 120 mg acetaminophen and 12 mg co:
deine phosphate /5 mL (orange colored, cherry flavored)
- NDC 55370-341-48, bottles of one pint.

Dispense in a tight, light-resistant container as defined
in the USP. !

Store at controlled room temperature 15°-30°C {59°-
86°F). Do not refrigerate.

CAUTION: Federal law prohibits di.spensing without pre-
scription.

Item # 631500MV Issued 5/95

Manufactured by

MOVA PHARMACEUTICAL CORPORATION
Caguas, Puerto Rico 00725, USA
-

.

MOVA




CENTER FOR DRUG EVALUATION AND RESEARCH
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CHEMISTRY REVIEW(S)



1. CHEMIST'S REVIEW NO. 4

2. ANDA # 40-098

3. NAME AND ADDRESS OF APPLICANT
MOVA Pharmaceutical Corporation.
P.O. Box 8639
Caguas, Puerto Rico 00626

4. LEGAL BASIS FOR ANDA SUBMISSION
Reference drug product:

Tylenol with Codeine Elixir- McNelab. Inc. (R.W. Johnson)
No patents, AA product

5. SUPPLEMENT(s): N/A

6. PROPRIETARY NAME

7. NONPROPRIETARY NAME

Acetaminophen and Codeine Phosphate Oral solution USP 120
mg/12 mg per 5 mL

8. SUPPLEMENT (s) PROVIDE(s) FOR: N/A
9. AMENDMENTS AND OTHER DATES:
Firm:

2-25-94: Original submission
3-26-94: NC

12-5-94: Amendment

7-7-95: Amendment

4-22-96: Amendment

FDA:

3-21-94: Acknowledgement

8-10-94: 1st NA letter

4-24-95: 2nd NA letter

3-19-96; Labeling NA letter (3rd NA letter)
10. PHARMACOLOGICAL CATEGORY

Narcotic Analgesic combination for the relief of mild to
moderate pain. ’



ANDA 40-098 2

11. RxX _or OTC

Rx

12. RELATED IND/NDA/DMF(s)

(b)4 - Confidential Business

13. DOSAGE FORM

Oral Elixir Solution
14. POTENCY

120 mg/12 mg per 5 mL

15. CHEMICAI, NAME AND STRUCTURE

Acetaminophen USP
CH,NO;; M.W. = 151.16
CH;CONH OH

4'-Hydroxyacetanilide. CAS [103-90-2]



ANDA 40-098 3

16.

17.

Codeine Phosphate USP

C,sHyNO; . H;PO, . 5H,0; M.W. = 406.37
CHy

I

H  N==CH,

H
0
L

*HO—P =0 & -H,0

|

xo

7 ,8-Didehydro-4-5a-epoxy-3-methoxy-17-methylmorphinan-6a-ol

phosphate (1:1) (salt) hemihydrate. CAS [41444-62-6]

RECORDS AND REPORTS

N/A

COMMENTS

a. EER: Pending
Requested for applicantl(b)ﬂ - Confidential BUSlﬂGSSl
Inc. by Lucia C. Tang on 4-17-95. Updated and pre-
approval EER was requested on 5-2-96 by L. Tang.

b. MV (method validation):

Methods validation is not required since active
ingredients and drug product are monographs in USP.

c. Bio-Review: Satisfactory

Bio-waiver was granted on 6-29-94 per reviewers M.
Kochhar and M. Park.

d. Labeling review: Satisfactory



ANDA 40-098 4

18.

19.

Satisfactory per A Vezza reviewed on 4-26-96.
e. DMFs: Satisfactory

DMF (b)4 as reviewed and found acceptable by L.Tang on
4-29-96.

The updated DMFI(?)4 _I_was reviewed by S. Liu and found
acceptable on 12-6-95.

CONCLUSTONS AND RECOMMENDATIONS
Approval
REVIEWER: DATE COMPLETED:

Lucia C. Tang 5-6-96
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JN 29 84

Acetaminophen: Codeine Phosphate Mova Pharmaceutical
Elixir, USP Caguas, Puerto Rico
120 mg/12 mg per 5 mL 1 pint Bottle Submission Date:
ANDA: #: 40+088 February 25, 1994
Reviewer: Man M. Kochhar
40098W.D93

REVIEW OF A WAIVER REQUEST

The company has requested a waiver of the biocequivalence
requirement for their acetaminophen:codeine phosphate elixir, 120
mg/12 mg per 5 mL, 1 pint bottle under the provision of 21 CFR
320.22 (b) (5). The product is intended for oral use only.

The composition of the product is as follows:

Ingredients Mova Phaim McNeil
Quantity/mL Quantity/mhL

Acetaminophen, USP 24.00 mg 24.00 mg

Codeine Phosphate 2.40 mg 2.40 mg

" Inactive Materijals
Sodium Benzoate, NF

Sodium Saccharin, USP
Citric Acid, USP (Anhydrous
Sucrose, NF

FD & C Yellow No. 6
Propylene Glycol, USP
Polyethylene Glycol 1450
Alcohol, USP

Artificial Cherry Flavor
Purified Water

(b)4 - Confidential Business

Citric Acid (Anhydrous) *
Sodium Hydroxide, NF*

* It will be used only if necessary to adjust pH.

Comments:

1. The indications for use and labeling of the test product are
identical to those of the reference product Tylenol with Codeine
120 mg/12 mg per 5 mL manufactured by McNeil Pharmaceuticals.

2. The quantities of active ingredient is same in both products.
Both products contain same inactive ingredients but quantities
may vary. This still follows the limits proposed in FDA's
inactive ingredient guide.



Recommendation:

The Division of Bioequivalence agrees that the information
submitted by Mova Pharm on its Acetaminophen:Codeine Phosphate
Elixir; 120 mg/12 mg per 5 mL, 1 pint bottle fall under 21 CFR
320.22 (b) (5) of the Biocavailability/Bioequivalence regulations.
Therefore, the waiver of in vivo biocequivalence study_
requirements for Acetaminophen:Codeine Phosphate Elixir; 120
mg/12 mg per 5 mL, 1 pint bottle is granted.

From the biocequivalence point of view, the Diyision of .
Bicequivalence deems the test product, Acetaminophen:Codeine
Phosphate Elixir, 120 mg/ 12 mg per 5 mL, 1 pint bottle to be

biocequivalent to Tylenol w/Codeine 120 mg/12 mg per 5 mL, 1 pint
bottle by McNeil Pharmaceuticals.

ormed of the recommendation.

Review Branch III
Division of Bioequiva

RD INITIALLED MPARK
FT INITIALLED MPARK

sace: £L/28/ %

cc: ANDA # 40-098 original, HFD-630, HFD 604 ( ngg){ HFD7130
(JALLEN), HFD-658 (Kochhar, MPark), Drug File, Division File.

MMKochhar/mmk/6-21-94, A:40098 W



